end of the procedure inert placebo tablets duced a similar although less marked were given and the anaesthetic repeated effect. several times at intervals of five to six days. i n ta bl e IV is shown the average effect of the daily administration of non-bar-RESULTS biturate sedatives on the duration of The average effect of the daily adminis-action of thiopentone in the dog. These tration of increasing doses of potent anal-drugs likewise induce tolerance to thiogesics on the duration of action of three barbiturates which is as marked as that thiobarbiturates is shown in tables I and from the D.D.A. analgesics. Anti-hista-II. In each of these series there was a mines of varying types were given to the gradual reduction in the duration of nar-animals of table V, and again there was cosis with the thiobarbiturates., but within a gradual shortening of the action of the five days of stopping the analgesics the thiobarbiturate, although not as marked duration of action of the narcotic returned as with the other drugs studied. Chlorto normal. Table III shows that the less promazine similarly induces a mild degree potent analgesics of the aspirin type pro-of tolerance to thiobarbiturates. 
DISCUSSION
Many suggestions have been offered to explain acquired tolerance to narcotics. These include increase in rate of detoxication of the drugs, interference with chemical mediators or hormones by repeated doses of the drugs and enzyme adaptation. None of the aforementioned hypotheses has been confirmed. Hubbard and Goldbaum (1949) found that mice rendered tolerant to the daily administration of thiopentone awaken at higher tissue levels than controls. The above results show that the onset of anaesthesia was delayed after intraperitoneal injection of thiopentone and thiamylal in dogs who had received large doses of analgesics or narcotics. These findings suggest that tolerance is an adaptation of the nervous system to higher thiobarbiturate levels.
The narcotic effects of morphine (and similar drugs) have been explained by a combination of the drug with receptors near, or on the surface of the neurone. Tolerance consists of a maximal, but never complete saturation of these receptors comparable to that postulated for tachyphylaxis with other agents. Cross tolerance to drugs with a similar chemical structure can be explained by similarity of the " anchoring groups ". This does not explain cross tolerance between compounds of entirely dissimilar chemical characteristics such as thiobarbiturates and opiates. Seevers (1954) has suggested that this is related to the increase in latent hyperexcitability of the neurone rather than to any specific competitive effect.
